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DEXTRAN SULFATE: NEW PROMISING ANTIVIRAL

Erroneous News Report That Koop
Believes There Will Never Be a Cure


by John S. James

Disclaimer: We interviewed several physicians in researching
this article, but were unable to get them a draft copy to review
before press time.  Any mistakes are our responsibility, not
theirs.  We must also emphasize that information is changing
rapidly, and this article may soon become obsolete - and in any
case cannot be relied on for medical advice.

Dextran sulfate, a drug used for 20 years in Japan and available
there without a prescription, has become an important AIDS
treatment possibility. While it is still too early to be sure
the drug will be useful, preliminary experience is good, and a
number of people are already obtaining and using the substance,
especially in Los Angeles, New York and San Francisco.

Briefly the case for dextran sulfate is:

* In the laboratory it works about as well as AZT in inhibiting
HIV, at concentrations which can be achieved in the blood by
oral use, yet it has very little toxicity (Ueno and Kuno, 1987).

In addition, it seems to be synergistic with AZT; in the
laboratory, the combination works much better against the virus
than either drug alone (Ueno and Kuno, 1987; disputed by
Berenbaum, 1987).

Besides inhibiting reverse transcriptase, dextran sulfate blocks
the formation of giant syncytial cells in the laboratory -
important because healthy cells are trapped and destroyed when
syncytial cells form.  Dextran sulfate may be the first drug
which can stop this cell-to-cell spread of the virus.

* Dextran sulfate is safe enough to be available without a
prescription in Japan, where it is used for arteriosclerosis.
Because of its 20-year history of human use, much saftey
information is known.

Persons with AIDS or ARC are using doses two or three times
larger than commonly used in Japan; however, these larger doses
have been tested in humans without problems.  Persons with AIDS
or ARC can show unexpected toxicities to drugs, but so far, over
50 persons have used dextran sulfate under the close observation
of private practice physicians we have contacted, apparently
without any serious problems.  A common side effect is loss of
appetite and a feeling of fullness; occasionally there is a
minor rash.

Even persons allergic to such drugs can apparently use dextran
sulfate (Gingell, 1987).

* Dextran sulfate is being studied by Donald Abrams, MD.  at San
Francisco General Hospital and recently was put in the highest
priority category for research by NIH.  The San Francisco study
has not reported on efficacy - it is a "phase 1" dosage and
toxicity trial - but it has not had any saftey problems yet,
even at doses higher than people are using for AIDS or ARC.

* The limited anecdotal information we have on the use of
dextran sulfate for AIDS or ARC looks good.

* The drug is taken by mouth and is not expensive.

* It is more or less available today.

The case against dextran sulfate is:

* The fact that something works in the laboratory does not mean
it works in humans.

* No formal clinical trial has yet been done to prove whether or
not dextran sulfate works.

* Dextran sulfate might not cross the blood-brain barrier,
possibly limiting its usefulness.  This issue is unclear at this
time.

* We only have anecdotal information on a few people who have
used the drug long enough to see results.  The benefits may have
been a coincidence and, even if they were real, they might not
be lasting.

* We do know that dextran sulfate is not the whole answer or the
answer for everybody.  We know of one person who has died of
AIDS complications despite having used the treatment for at
least several weeks.

AIDS/ARC Experience so Far

Michael J. Scolaro, MD, a Los Angeles physician very experienced
in treating AIDS and ARC, has been following over 30 patients
who have obtained dextran sulfate.  About 15 of them have used
it for at least two months - long enough for results to be seen.

These patients have also used other antivirals, especially AZT,
acyclovir and AL 721 substitutes.  None of the patients on
dextran sulfate is using the full dose of AZT.  A handful are
using only dextran sulfate and acyclovir because they cannot
afford AL 721 and cannot tolerate AZT; they are also doing well.

Dr. Scolaro has found that at least 60% of the patients who have
used dextran sulfate for at least two months have shown dramatic
improvement in laboratory tests and clinical well-being.  Often,
T-helper cells have doubled, from 300 to 700 or more, from 400
or 450 to 900.

For patients with less than 100 T-helper cells, however, he has
not seen increases in the numbers, so he counsels these persons
not to look only at numbers but also at clinical effectiveness.
Are they feeling well, avoiding new opportunistic infections and
responding well to treatment for prexsisting ones?

Dr. Scolaro's first patient who used dextran sulfate, seen in
August 1987, was virtually preterminal, with advanced
neuropathy, mycobacterium avium, CMV retinitis; and he was
semicomatose." He was on a number of drugs - including large
doses of acyclovir, glucocorticoids and several anti-MAI
treatments - but not including AZT.

He is now not only alive and walking and talking; he walks with
a walker, he had almost a complete regression of his peripheral
neuropathy, a magnificent return of cerebral function, has
gained about 65 pounds." Dr. Scolaro explained that he could not
necessariy autribute the improvement to dextran sulfate, but
that he and another physician on the case were impressed and
felt that this drug may have been the key element that made a
difference in combination with the other drugs.

Recently, Dr. Scolaro had another case much like this one.  But
despite great impovement so far, it is still too early to be
sure the second person will survive.

Dr. Scolaro does not see dextran sulfate as proven.  "It's
exciting, I think it's promising.  I think it's premature to be
able to say that it's going to be the answer.  I don't know that
it works in vivo by itself; the in vitro studies showed that
Ueno's compound did not suppress HIV by 100%; the exciting thing
was the synergistic effect.

"I have to say that, from my pespective and my observation now
over the last four to five years, I have not found a compound
that seems to thus far be doing things so quickly.  Not even AZT
did that, I had very few patients who had a dramatic rise in T-4
counts.  And.even when there was a rise, it was not sustained.
In fairness to what we're doing now, I don't know that the rises
in cell counts are going to be sustained with dextran."

We talked to Fred Ponder, a partner and business manager of Dr.
Alan Levin's Positive Action Healthcare in San Francisco (see
Sentinel, January 1, 1988).  Mr. Ponder has computerized the
patient data.  About 20 patients at the clinic are using dextran
sulfate, five of them for two months.  These five are also using
transfer factor; four of them are asymptomatic seropositive, one
has AIDS.

All five who have used the treatment for at least two months
have improved.  One went from 500 T-helper cells and falling to
over 800; he was negative for P-24 antigen all along.  Another
went negative on the P-24 antigen after being a high positive
for several months.  Two others had improved T-cell counts.  The
person with AlDS went to over 400 T-helper cells for the first
time in a year.

Another clinical researcher, however, failed to get results with
dextran sulfate.  He tested only three patients, one with ARC
and two asymptomatic seropositive.  He found no change in the P-
24 antigen or in reverse transcriptase levels.  But he used less
than the usual dose - 1,600 mg per day versus the more common
2,100 mg for a person of average weight.  And he had to stop the
study after only a month, apparently because of pressure from
his institution.

APPENDIX:

Dextran Sulfate Information From the Japanese Equivalent of
Physician's Desk Reference

(NOTE: We have translated the main points, not the full text.
Our comments are in parentheses.)

Indication: Hyperlipidemia

Caution:

* While using, administer coagulation tests.
* Don't use on anyone with a tendency to hemorrhage.  * Don't
use if severe renal problems.
* Note synergistic effect with mitomycin, a cancer drug.

Interactions with other drugs:

* Administer very carefully when other anticoagulants used.  *
Note caution on mitomycin, above.

Side effects:

* Loss of appetite or feeling of bloating (most common side
effect, found in 3.5 percent of patients in one study).  *
Diarrhea.
* Occasional skin rash.
* In IV injections, dizziness can occur.
* In IV injections, shock can occur; stop therapy. Dose
(antilipemic) 450-900 mg per day in 3-4 doses.  (Note that HIV
doses are higher, about 30 mg per kilogram per day -- somewhat
more than 2000 mg for a person of average weight.) The IV form
is available from Kowa for when the oral form cannot be
administered or is not effective.  Store at room temperature
below 25 degrees C, in low humidity, away from light.

Actions:

* Antilipemic
* Anticoagulant
* Antiplatelet activity
* Effective for arteriosclerosis in humans

Toxicity tests:

* Lethal dose in animals, about 4300 mg/Kg--(about 140 times the
AIDS/ARC dose).
* Long-term toxicity test in rats at 1019-1209 mg/Kg found
higher rate of growths in mucosal lining of lower intestines and
rectum than controls.

Absorption, distribution, and elimination:

* Short half life, 25 minutes when injected in marmots.
(Presumably the medicine would last longer in oral use, due to
time taken for absorption.)
* Studies with radioactive markers showed distribution primarily
in the liver, lungs, bone marrow, muscles, and brain.  The
Japanese PDR includes technical details on many of the points
listed above.

Brand Names and Suppliers

The Kowa product comes in two forms: "MDS Kowa T" and "MDS Kowa
A".  The "T" form is correct; the "A" form (ampules prepared for
intravenous use) has the wrong sulfur content, three to six
percent.)

BRAND NAME TABLET SIZE, mg PHARMACEUTICAL COMPANY

Asuro     150  Nippon Kayaku Emstlan
300  Towa Yakuhin MDS    150, 300
Kowa Colyonal  300  Mochida Shanbird
150  Tsuruhara Smedon    150
Meiji DSS 150  Fujimoto Dexpepe
150, 300  Toho Dexul     150, 300
Sawai Destromyde    150, 300  Kanebo Tokistornin
150  Mekuto Dolomezan    150, 300
Taiyo Yakuhin Bicibon    150, 300  Toyama
Kagaku Maleton 150  Takeza Ripoferol
300  Nichii

(Usually the brand name, above, appears once in Roman letters on
the box or in the package insert which comes with it.  The
molecular weight and sulfur content should also be legible to
those who do not read Japanese.)

ACKNOWLEDGEMENT: Jim Palazzolo, a professional Japanese
translator in San Francisco, obtained the Japanese PDR section
on dextran sulfate and translated this information for us.
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FOR MORE INFORMATION: For a fact sheet on dextran sulfate,
persons can call Project Inform at (415) 928-0293.  Also, you
can come to meetings of Healting Alternatives (HABC), most
Tuesday nights at 7:30 pm, at the Metropolitan Community Church,
150 Eureka St., SF, for a discussion group on treatment options,
including dextran sulfate.  For more information about these
meetings, call HABC at (415) 626-2316.

Erroneous News Report That Koop Believes There Will Never Be a
Cure

On January 27 U.S. Surgeon General C. Everett Koop was widely
quoted as saying that he didn't believe a cure for AIDS would
ever be found.  Koop was speaking at a London conference of
health officials from 148 nations.

We called Koop's office to find out what information that report
was based on, and learned instead that the report was erroneous,
that is not Koop's position.  Koop meant to say that some people
believe there would never be a cure because the HIV virus
integrates itself into the genetic information of the cells it
infects.  But he himself remains optimistic, because there are
ways to interfere with the activities of the virus.

Unfortunately the error went all over the world but correction
received little publicity.

The day after the initial report, leading AIDS expert Robert
Gallo, M.D. replied that no one could safely predict what would
happen in the next five years.  He added that he would not be
working on the problem if he did not think it could be solved.

We could add that many scientists are working on the approach of
killing the infected cells--probably by forcing the latent virus
to express itself and then killing the cell when it does.  The
virus infects few cells at any one time, and the body could
easily spare those.  Many immunologists believe that full
recovery would occur if the virus could be entirely stopped.

Even targeting the virus while it is latent in the DNA of the
cell may not be forever impossible.  A new technology called
hybridons uses short, manufactured strands of DNA to attach to
specific genes and block them.  Hybridons have already shown
partial success against the AIDS virus in laboratory tests
(Breakthrough newsletter, published by Boardroom Reports,
Boulder, CO, January 1987).

Although a complete cure seems far away at this time, it may
instead be possible to control the disease indefinitely with
continued treatment--keeping people alive and healthy throughout
their normal lifespan or until a cure is found.
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